Introduction
Seven-membered heterocycles are often present in the wide range of biologically active molecules. 1 Several recent chemical review articles were dedicated to the synthesis and transformation of seven membered rings. [2] [3] [4] [5] [6] Furthermore, two chapters on the chemistry of seven-membered rings with three heteroatoms at the positions 1, 2 and 4 have appeared. 6, 7 3,5,7-Trisubstituted 4,7-dihydro-1,2,4-oxadiazepines have been prepared via a two step method starting from enones using NH 2 CONHOH/MeONa then Me 2 SO 4 /KOH, 8 and the intramolecular condensation of methyl 2-chloro-2-(phenylcarbamoylimidoylaminooxycyclopropyl)acetate in the presence of NaH in acetonitrile leading to 9-chloro-6-phenyl-5,7-diaza-4-oxaspiro [2, 6] non-5-en-8-one has also been reported. The experimental data suggests that the double cyclization forming two large membered rings can be achieved in the case of 2-bromophenyl amidoxime (for example, compound 10). Our first experiments showed that cyclization of oxime 10 in the system 2-iodobenzyl bromide (11a)/solid Cs 2 CO 3 /Pd 2 (dba) 3 /Xantphos/dry dioxane afforded oxadiazepine 24 as a main product in 32% yield. Bicyclic product 25 was identified by LC-MS and 1 H NMR only in trace amounts because of the side reactions in the synthesis of nine-membered ring (for example oligomerization of intermediate 24 in the presence of palladium catalyst) (Table 1, entry 13). The above data suggests that similar cyclization reaction was carried out using (E)-acetophenone O-(2-iodobenzyl)oxime (28), prepared from acetophenone oxime and 2-iodobenzyl bromide (11a), in the presence of base/Pd 2 (dba) 3 /Xantphos/dioxane system (Scheme 4). The influence of base on the cyclization of ether 28 to oxazepine 29 was studied. Thus, cyclization of the oxime ether 28 in the system Cs 2 CO 3 (3 equiv)/Pd 2 (dba) 3 (4 mol %)/Xantphos (4 mol %) gave the desired product 29 in 55% yield (GC-MS data). While the replacement of solid dry Cs 2 CO 3 by t-BuOK diminished the yield of product 29 to 45%. The use of solid KOH as base in the palladium-catalyzed cyclization of 29 was essentially ineffective. Unfortunately, product 29 was unstable and therefore was characterized by 1 H NMR and GC-MS only. Cytotoxic activity of compounds 19 and 23 was tested in vitro on two monolayer tumor cell lines: MG-22A and HT-1080 (Table 2 ). These compounds were selected from a wide range of 3-substituted 1,2,4-oxadiazepines because of high activity of corresponding quinoline and thiazole containing N-hydroxy-ω-(hetarylmethoxy or hetarylthio)alkanamidines, the synthesis and cytotoxicity of which were presented in our earlier work. 
Conclusions
In conclusion, a simple palladium-catalyzed one pot synthesis of fused 3-substituted 1,2,4-oxadiazepines from corresponding (E)-amidoximes and o-iodobenzyl bromide or 2-bromo-3-chloromethylpyridine was developed. It was also demonstrated that the system benzyl bromide/solid Cs 2 CO 3 /Pd 2 (dba) 3 
Experimental Section
General.
H and 13
C NMR spectra were recorded on a Varian Mercury BB 400 MHz in CDCl 3 using HMDSO as internal standard. LC-MS spectra were recorded on Alliance Waters 2695 instrument and Waters 3100 mass detector. Column chromatography was performed with silica gel 0,035-0,070 nm (Acros). Oximes 1-10 and 26 we prepared as described in article. 2-Iodobenzyl bromide (11a) (AlfaAesar), Pd 2 (dba) 3 (Acros), Xantphos (Acros), Cs 2 CO 3 (Acros), and dioxane (extra dry over molecular sieves, Acros) were used without purification. Diffraction data were collected at -50 °C on a Bruker-Nonius KappaCCD diffractometer using graphite monochromated Mo-Kα radiation (λ = 0.71073 Å). The crystal structure of compound 17 was solved by direct methods and refined by full-matrix least squares using the programs. ; space group is P 2 1 /n. A total of 6715 reflection intensities were collected up to 2θ max = 55°; for structure refinement 1132 independent reflections with I > 2σ(I) were used. The final R-factor is 0.0971. For further details, see crystallographic data for 17 deposited with the Cambridge Crystallographic Data Centre as Supplementary Publication Number CCDC 828013. Copies of the data can be obtained, free of charge, on application to CCDC, 12 Union Road, Cambridge CB2 1EZ, UK. All prepared compounds are new and were characterized by melting point, Table 1 . In vitro cytotoxicity assay. Monolayer tumor cell lines -HT-1080 (human fibrosarcoma), MG-22A (mouse hepatoma), 3T3 (mouse Swiss Albino embryo fibroblasts), -were cultured in standard medium (Dulbecco's modified Eagle's medium; DMEM) and supplemented with 10% fetal bovine serum ("Sigma"). Tumor cell lines were obtained from the ATCC. After the ampoule had thawed, cells from one to four passages were used in three concentrations test compound: 1, 10 and 100 µg mL were placed in 96-well plates immediately after compounds were added to the wells; the volume of each plate was 200 µL. The control cells without test compounds were cultured on separate plate. The plates were incubated for 72 h, 37 o C, 5% CO 2 . The number of surviving cells was determined using tri(4-dimethylaminophenyl)methyl chloride (crystal violet: CV) or 3-(4,5-dimethylthiazol-2-yl)-2,5-diphenyltetrazolinium bromide (MTT). 15, 16 The quantity on the control plate was taken in calculations for 100%. LD 50 was tested according "Alternative Toxicological Methods".
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2-[4-(Thiazol-2-ylsulfanyl)butyl]-1,5-dihydrobenzo[e][1,2,4]oxadiazepine (19)
.
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The program Graph Pad Prism ® 3.0 was used for calculations (r < 0.05.).
